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2009 Accomplishments
January
Soliris® (eculizumab) receives orphan drug
designation in Japan from the Ministry of Health,
Labour and Welfare

December
Multiple presentations by physicians at the annual
meeting of the American Society of Hematology
(ASH) include:

New England Journal of Medicine publishes case
reports on the investigational use of Soliris in patients
with atypical hemolytic uremic syndrome (aHUS)

•

Data show Soliris reduces hemolysis, reduces
thrombosis and improves quality of life
in patients with PNH who had previously never
been transfused

•

Data show Soliris reduces hemolysis, decreases
transfusion requirements and improves fatigue
in patients with PNH and bone marrow
insufﬁciency disorders

•

The 26-week extension of AEGIS, an open-label
registration study examining Soliris for the
treatment of Japanese patients with PNH, reports
positive data

•

Study shows Soliris reverses thrombocytopenia
in patients with both PNH and pre-existing
thrombocytopenia

•

Researchers report clinical association between
Type II PNH cells and thrombocytopenia

Soliris receives marketing approval in Canada
for all patients with paroxysmal nocturnal
hemoglobinuria (PNH)
February
Soliris receives marketing authorization in Australia
for all patients with PNH
March
Alexion submits New Drug Application (NDA) in Japan
for Soliris as a treatment for patients with PNH
May
Researchers report on the investigational use of
Soliris to prevent antibody-mediated rejection in
elevated-risk kidney transplant patients at the
American Transplant Congress
Interim results from EXPLORE trial presented at
American Society of Clinical Oncology (ASCO)
meeting verify that PNH cells are found in majority
of patients with bone marrow failure syndromes
June
Multiple presentations by physicians at the European
Hematology Association (EHA) congress include:
•

Data show that Soliris signiﬁcantly reduces
hemolysis and improves anemia in never-transfused
patients with PNH

•

Data show sustained platelet recovery following
treatment with Soliris in patients with PNH and
thrombocytopenia

Soliris receives 2009 Prix Galien France Award in the
category of Drugs for Rare Diseases
September
European Commission and U.S. Food and Drug
Administration (FDA) grant Soliris orphan drug
designation for the treatment of patients with aHUS
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At Year-End
Net sales of Soliris reach $386.8 million in the
second full year of commercialization, a 49%
increase compared to 2008
Early 2010
Rhode Island manufacturing facility receives ﬁnal
approval from the European Commission to serve as
an additional source of supply for Soliris
Clinical programs are proceeding with a total of
12 studies in eight indications, including:
•

Four studies of Soliris as a treatment for
patients with aHUS

•

An investigator-initiated study of Soliris as
a treatment for kidney transplant patients
at elevated risk of organ rejection

Clinical studies proceed with samalizumab, Alexion’s
anti-CD200 antibody, as a treatment for patients
with chronic lymphocytic leukemia (CLL) and
multiple myeloma

Alexion Pharmaceuticals, Inc.

Dear Shareholders:
We are driven by a single purpose at Alexion: delivering life-changing medicines to
patients worldwide who live with serious and life-threatening diseases. During 2009, we
fulﬁlled this mission to a greater extent than in any year in our history. We served more
patients in our existing major markets, we expanded our operations into a growing
number of additional countries, and we advanced promising research and development
programs targeting the treatment of patients with additional ultra-rare disorders. Our
performance provides a solid foundation for sustained growth in the years to come.
In 2009, our growing global team exceeded its operational, clinical and ﬁnancial objectives:
•

In our core markets in the United States and Europe, we transformed the lives of more patients with
paroxysmal nocturnal hemoglobinuria (PNH), a life-threatening, ultra-rare blood disorder. We accomplished
this by educating more physicians about the devastating consequences of PNH, the importance of
improved diagnostic tools and the clinical beneﬁts of our lead product, Soliris (eculizumab).

•

We also started to expand our operations into additional markets where Soliris is approved or pending
approval for the treatment of patients with PNH, including Japan, Australia, Canada and additional
countries in Europe, the Middle East, Latin America and Asia-Paciﬁc.

•

As we served more patients with PNH, sales of Soliris totaled $386.8 million in 2009, an increase of 49% over
2008. In the United States, where Soliris was approved in March 2007, our business grew by 41%. Outside of
the United States, our business grew by more than 50%, aided in part by entry into new markets.

•

We marked our eighth consecutive quarter of non-GAAP proﬁtability in Q4 2009. We also strengthened
our balance sheet, ending the year with $176 million in cash, cash equivalents and marketable securities,
compared to $138 million at the end of 2008. We achieved this increase despite cash outﬂows of more
than $71 million to fully repay our mortgage loan and to make one-time license payments.

•

We increased the investment in our research and development initiatives, focusing our energy and resources
on two lead programs: one investigating Soliris as a potential treatment for patients with atypical
hemolytic uremic syndrome (aHUS), an ultra-rare kidney disorder, and a second investigating Soliris as
a potential treatment for certain kidney transplant patients at an elevated risk of organ rejection.

•

We secured ﬁnal approval from the European Commission for our Rhode Island manufacturing facility
as an additional source of supply for Soliris.

•

We were recognized again for scientiﬁc innovation by receiving the 2009 Prix Galien France Award in
the category of Drugs for Rare Diseases.

While we achieved a great deal, there is still much to do. Our continued success depends on executing
the following strategies to advance our purpose of delivering life-changing medicines to more patients
around the world.
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Increasing Awareness and Improving Diagnosis of PNH
The rate of adoption of a treatment for patients with a very rare disorder is directly linked to the
number of physicians who have a clear understanding of the clinical consequences of the disorder.
Based on this, we are making early and strong investments in disease awareness and diagnosis in
current and new markets.
Soliris is the ﬁrst and only therapy approved for the treatment of patients with PNH. As is common
with many other serious and ultra-rare disorders, patients with PNH have historically faced years of
delay in obtaining an accurate diagnosis.
We are working to increase awareness of the clinical signs of PNH, while laboratories are increasing the
availability of improved methods to diagnose it. Our initiatives in the United States are focused on raising
disease awareness and ensuring accurate knowledge of the disease and its potential devastating effects.
Our educational initiatives are having a growing impact. Each quarter throughout 2009, more patients
were tested and identiﬁed as candidates for treatment. A growing proportion of patients newly started
on Soliris are also newly diagnosed. We’re conﬁdent that extending our educational initiatives to more
medical practices will have an increasingly positive impact on the treatment of patients with PNH.
We are committed to working with physicians, patients, payors, governments and health authorities
around the world to continue to facilitate broad access to Soliris. For example, thanks to the
personalized patient services provided by our OneSource™ Treatment Support Program, the vast
majority of patients in the United States for whom Soliris has been prescribed have gained access
to Soliris quickly and efﬁciently.
Alexion is among the few companies to successfully serve patients with ultra-rare diseases across
diverse national healthcare delivery systems. We are building our in-country organizations to serve
more patients by scaling up in each region as we progress through the regulatory and reimbursement
processes. As we do so, we are developing the capabilities needed in each country to support both
our current PNH operations and anticipated future therapies.
In 2009, we received approval for Soliris for the treatment of patients with PNH in Canada, where
commercial launch is currently underway, and in Australia, where commercial launch is expected
later in 2010. We expect that regulators in Japan will complete their review of Soliris in 2010, and we
are preparing for a full commercial launch to follow. We are implementing our diagnostic initiatives
on a country-by-country basis in the ﬁve largest European nations – France, Germany, Italy, Spain
and the United Kingdom. In the next group of European countries – including Mediterranean, Nordic
and Benelux nations – we are starting to focus on serving patients and expanding disease awareness
initiatives, and expect to serve increasing numbers of patients in these countries in 2010. In 2009, we
began building our efforts to serve patients in a number of Latin American nations and will continue
to do so in this region and in countries of the Middle East in the year ahead.
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A Promising Pipeline
As we work to bring Soliris to patients with PNH around the world, we are determined to discover
new treatment options for patients with other ultra-rare and life-threatening conditions. In addition
to continuing support of our PNH programs to expand knowledge of the disease, our research and
development efforts are focused on three fronts:
•

Investigating Soliris as a treatment for patients with other ultra-rare and severe disorders beyond PNH

•

Continuing to advance our oncology program

•

Developing proprietary antibody discovery technologies

The complement-inhibition technology of Soliris has generated strong interest among researchers
across diverse areas of medicine around the world. Today, there are 12 studies underway examining
Soliris for the treatment of eight different diseases. We have seen particular promise in two key areas,
and we are accelerating these programs.
First, we are investigating the use of Soliris as a chronic treatment for patients with aHUS. Within
one year of diagnosis, 50% to 75% of patients with aHUS die, require dialysis, or require a kidney
transplant as a result of clotting in the kidneys. We are focused on diligently evaluating Soliris as a
treatment for this patient population, which has such an urgent need.
We are conducting four clinical trials, which are divided between aHUS patients who are plasmatherapy-sensitive and those who are resistant to plasma-therapy. We have completed enrollment
in these studies, and we expect to report results following the completion of the protocol-speciﬁed
treatment regimen toward the end of 2010. Because aHUS frequently affects children, often with
devastating consequences, we intend to begin a trial in pediatric patients with aHUS during 2010.
Second, a prominent research center is studying Soliris as a potential treatment for kidney transplant
patients who are at elevated risk for acute humoral rejection, or AHR. We expect further results from
this study to become available during 2010. We plan to begin controlled multinational clinical studies
evaluating the potential of Soliris in this patient population.
Beyond our two lead programs, we are also exploring Soliris as a treatment for patients with other
severe, ultra-rare, complement-mediated nephrology and transplant disorders, as well as selectively in
severe hematologic and neurologic disorders.
Within oncology, we are focused on the development of our anti-CD200 antibody for the treatment
of several different hematologic malignancies and solid tumors. This novel monoclonal antibody was
recently given the name samalizumab. We are currently enrolling and dosing patients with chronic
lymphocytic leukemia, or CLL, in a clinical study of samalizumab. Recently presented initial data from this
study show that samalizumab is well tolerated at intended dosing levels, and suggest that the drug has
therapeutically useful biologic activity. We are also initiating screening of patients with multiple myeloma
as we expand our samalizumab program, and are considering trials in rare solid tumors as well.
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Commitment to the Environment
Along with the work on our patient-centered objectives, we extended our commitment to
environmental responsibility during 2009, focusing especially on our Connecticut headquarters
and research facility. We achieved this through both capital investments and practical changes in
daily operations. Most visibly, we installed one of the state’s largest solar energy systems, a 295
kW photovoltaic solar power array, which is enabling us to reduce our energy footprint and lower
our operating costs. We have also expanded our commitment to LEED building certiﬁcation – the
highest standard of environmental responsibility in building design and construction – for which
we have already received two Gold Certiﬁcations for Commercial Interiors from the U.S. Green
Building Council. We are continuing to retroﬁt virtually all of the lighting and air handling systems
in the facility, and, on a simpler level, we have extended our recycling programs to cover everything
from newspapers to old carpet, and have taken steps to encourage employees to carpool. Finally,
the installation of videoconferencing equipment at all Company locations is helping to contain our
domestic and international travel expenses while increasing the opportunities for our expanding
global team to work “face-to-face.”

Leonard Bell, M.D., Chief Executive Ofﬁcer

Laying the Groundwork for Future Growth
Alexion grew signiﬁcantly during 2009 to serve more patients around the world. More than 100
people joined the Alexion team last year, including a number of key senior-level executives, and we are
committed to continued investment in our people in 2010.
Another important factor in supporting our growth is ensuring an ample supply of Soliris. Our existing
third-party supplier has excess capacity to cover all forecasted commercial and clinical needs, and we
have been working to develop a second, Company-owned source of supply in Smithﬁeld, Rhode Island.
This manufacturing facility now serves as an additional source of Soliris for the European Union. We
continue to work with the FDA to gain approval for this facility to provide an additional source of
supply for the United States. This is a signiﬁcant step for Alexion, as it makes us a fully integrated
biopharmaceutical company in every sense.
What’s Ahead
In the year ahead, we expect to strongly grow revenues through diligent execution in our current
countries coupled with increasing global expansion. We are committed to accomplishing these top-line
objectives with strong ﬁscal discipline. As our global rollout continues, we are preparing for initial
launches in Canada, Australia and Japan during 2010. We are also establishing operations in Latin
America, starting with Argentina, Brazil and Colombia. We will continue our efforts to explore new
treatments for patients who have few or no other options.
Looking further ahead to 2011 and 2012, we are building our infrastructure in the Asia-Paciﬁc region,
where we are initially focused on South Korea, Taiwan, Singapore and Hong Kong. In South Korea,
Soliris has received marketing authorization and orphan drug designation for the treatment of patients
with PNH. We are also in the early stages of planning entry strategies for markets in Russia and Central
and Eastern Europe to serve patients in these regions.
Alexion reached a number of signiﬁcant milestones during 2009: we increased the number of patients
with PNH who are receiving the life-changing beneﬁts of Soliris; we signiﬁcantly expanded our
geographic footprint to serve more patients in more countries; and, we advanced trials to investigate
the potential role of Soliris to treat patients with additional severe and ultra-rare diseases.
We are grateful to our worldwide team for working each day to develop, deliver and secure access
to innovative, life-changing therapies for patients with ultra-rare and life-threatening diseases.
Our commitment to serving patients worldwide will guide us as we move forward with urgency
and purpose.

Leonard Bell, M.D.
Chief Executive Ofﬁcer
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Top Left: Alexion Canada (Toronto)
Top Right: Alexion exhibit at the 2009 American Society
of Hematology (ASH) annual meeting in New Orleans
Bottom: Alexion Town Hall meeting

Global Solutions for Patients with Ultra-Rare Diseases
Alexion is among the few global companies that specialize successfully in developing
and delivering therapies for patients with the rarest disorders.
Ultra-Rare Diseases: Unmet Needs – Worldwide
Around the world, patients suffer from rare diseases, with profound effects on their quality and length
of life. Many rare disorders are severe, chronic and progressive, and are marked by pain, disability and
high rates of mortality – and many strike infants and children. And, of course, rare diseases also have an
enormous impact on patients’ families.
Because these illnesses are rare, their impact is frequently magniﬁed by a lack of both basic scientiﬁc
knowledge and general medical awareness, resulting in missed diagnoses and a paucity of safe and
effective therapeutic options. These problems are well reﬂected by the expression “orphan disease,” and
they can be sharply compounded for patients with diseases that are in fact ultra-rare (ultra-orphan), a
term that generally describes disorders that affect fewer than 20 patients per one million of population.
Serving Patients Through Innovation and Access
Medical innovation – and access to therapies once they become available – is the best hope for all patients
with severe and unmet medical needs. But, while many companies are developing and marketing novel drugs
for widely prevalent illnesses, only a handful have demonstrated that they have the special commitment and
the unique set of skills to focus successfully on serving patients with ultra-rare disorders.
In 2007, Soliris was approved by the U.S. FDA and the European Commission as a treatment for all
patients with paroxysmal nocturnal hemoglobinuria (PNH), an ultra-rare, debilitating and
life-threatening blood disorder. Through our experience with Soliris, Alexion has gained exceptional
understanding and expertise in the ﬁeld of ultra-rare diseases by developing this ﬁrst-in-class
biopharmaceutical and by creating a commercial organization that works effectively with physicians
and local healthcare authorities to provide access to treatment to patients around the world.
We are applying our expertise in ultra-rare disorders to bring the clinical beneﬁts of Soliris to more
patients with PNH, and to develop the complement-inhibition technology of Soliris as a treatment for
patients with other ultra-rare and severe complement-mediated disorders.
Supporting Global Access to Soliris for Patients with PNH
The international launch of Soliris has been recognized as among the most successful for any ultraorphan drug. The life-transforming clinical beneﬁts that Soliris provides and our multifaceted approach
to making Soliris available to patients in countries around the world are critical to our success. Yet, the
ongoing introduction of Soliris to the global PNH community of patients and physicians is still in its
early stages. Many patients who are signiﬁcantly ill or at risk from their PNH are not yet diagnosed or
receiving appropriate therapy.
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“I wake up every day invigorated about what’s in
front of me. When I leave in the evening I feel
like I have been a true contributor in making a
difference in the lives of patients with PNH.”
Beth Barrientos, R.N., M.S. Senior Director, OneSource™ Case Management

(from left) Yohko Hamada, Jun Yokosawa,
Noriko Umeda and Kiyotaka Ikeda – Alexion
scientiﬁc and regulatory affairs professionals
(Tokyo, Japan)

When Soliris was approved, we committed ourselves to the objective that every patient with PNH
who can beneﬁt from Soliris will have access to it. Toward this end, we served more patients with
PNH in our existing markets in 2009, while broadening our capabilities to serve patients in additional
countries. As we move forward, we are continuing to focus on the initiatives that have helped us to
serve increasing numbers of patients in each quarter since launch: disease education, much of it based
on new information about PNH; early and accurate diagnosis; and, support of access. Each of these
multifaceted imperatives is tailored to the speciﬁc dynamics of PNH as an ultra-rare disease.
Two Dimensions of Disease Education
When serving patients with uncommon disorders, diagnosis and treatment are often limited by a lack
of awareness and information regarding the presentation, diagnosis and natural history of the disease.
In the case of PNH, which is not just ultra-rare, but also life-threatening and often silently progressive,
effective disease education requires efforts in two dimensions:
•

Increasing total awareness of the disease so that physicians are better educated about the
possibility that they may already have patients with PNH in their practice

•

Providing speciﬁc knowledge of the disease by educating on the full range of its clinical
presentations and consequences

Our educational efforts are supported immeasurably by ongoing studies by independent researchers
working in multiple countries to expand the knowledge of the morbidities and mortality arising from

hemolysis in PNH, and the role that Soliris can play in treating patients. We are increasingly observing
similar efforts in other severe and ultra-rare disorders where Soliris is now being investigated as a
potential therapy.
Testing of Appropriate Patients
Before patients can receive optimal care for any condition, they must ﬁrst have an accurate diagnosis
of their disease. Fortunately, many patients with ultra-rare disorders, including PNH, can be diagnosed
through routine testing. In PNH, for example, laboratory tests can detect the absence of certain protective
proteins on blood cells anchored by glycosylphosphatidylinositol (GPI), which results from an autosomal
genetic mutation that typically occurs when a patient reaches his or her 30s or 40s. Additionally, PNH
can be identiﬁed through the observation of high levels of lactate dehydrogenase (LDH), used to measure
the presence and extent of hemolysis, and by certain debilitating clinical manifestations associated with
hemolysis. In addition, PNH is concomitant with other disorders of the bone marrow, such as aplastic
anemia and myelodysplastic syndromes.
With the goal of optimizing care, our teams educate on all of these clinical signs and symptoms, thus
helping physicians to determine which of their patients should be tested for PNH. They also provide
information on ﬂow cytometry, the best laboratory method for detecting a deﬁciency of GPI-anchored
proteins. Initiatives such as these, combined with the availability of an effective therapy, can help to
overcome the difﬁculties typically experienced by patients with an ultra-rare disease.

Far Left: Beth Barrientos, R.N., M.S. – case management (Cheshire, CT)
Left: John Haslam – country management (Toronto, Canada)
Above: (from left) Marco Barani, Eric Marchese, Christine Poizat and
Pierre-Yves Leloup, Pharm.D. – quality assurance (Lausanne, Switzerland)
Right: Rebecca Velez, Pharm.D. – project management (Cheshire, CT)

Collaborative Efforts with Healthcare Authorities
Of course, the most effective therapy will provide no help to the patient who cannot obtain it. In the case
of a serious ultra-rare disease, special efforts are often required to help public and private healthcare
authorities understand the severity and life-threatening aspects of the disease, and the effectiveness of
the proposed therapy. It is also important that they realize the above average costs and risks associated
with developing medicines, many of them biologics, which will ultimately be used to treat relatively few
patients around the world. Our in-country teams continue to prove their ability to provide the information
required to make access decisions across a wide range of national healthcare delivery systems. In
addition, we offer the services of our OneSource Treatment Support Program to help patients in the U.S.
navigate the complexities of the reimbursement landscape. And, we provide access to Soliris to clinical
trial patients for whom reimbursement has not yet been arranged pending approval of the drug in their
country, as well as to patients who may be otherwise unable to obtain reimbursement.
Ongoing Innovation to Beneﬁt Small Populations of Patients
Beginning with our founding in 1992, Alexion employees invented and developed Soliris through all
aspects of the process – from the initial engineering of the eculizumab molecule, through clinical
testing in patients, and ﬁnally, marketing approval in a growing list of countries.

What is most important at this time, perhaps, is that we are leveraging our experience from this ongoing
journey to help patients with other ultra-orphan diseases. The considerable scientiﬁc and regulatory
complexities of developing a treatment for a common disorder are often even greater in the ﬁeld of
orphan and ultra-orphan drugs. Orphan drug development generally requires extensive efforts to identify
sufﬁcient numbers of patients to participate in drug trials, such as the inclusion of an unusually large
number of study sites, in multiple countries, since each site may be able to enroll just one or two patients.
In addition, the regulatory pathway may be more complex in the development of an orphan drug, since
there is usually no comparable therapy for patients with the targeted disease and no well-established
roadmap to marketing approval. Our experience with these drug development complexities is being
applied in multiple areas of research and development, including our lead programs in atypical hemolytic
uremic syndrome and acute humoral rejection in kidney transplant patients.
Taking the Long View
All of these initiatives reﬂect the reality that serving patients with ultra-rare disorders requires a longterm commitment. We are gratiﬁed to be making a difference in the lives of patients with PNH, and we
are excited by the potential to help many more individuals with ultra-rare illnesses.

Left: Stephen Saxe, Ph.D., J.D., and Damon Banks, Ph.D.
– intellectual property (Cheshire, CT)
Above: Maria del Consuelo Baez, Pharm.D. – country management
(Colombia/Andean Region)
Right: Michael Bombara – clinical operations (Cheshire, CT)
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Country Operations
Paris, France
Alexion Europe
Country Operations
Barcelona, Spain
Country Operations

Smithfield, RI
Manufacturing
Cheshire, CT
Global Headquarters
Commercial Operations
Research and Development
Toronto, Canada
Country Operations

Map Key
Soliris Approved for Marketing
Marketing Application Under Review
Soliris Available Under Alternative
Access Programs
São Paulo, Brazil
Country Operations
Bogotá, Colombia
Country Operations
Buenos Aires, Argentina
Country Operations
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Brussels, Belgium
EU9 Hub
Country Operations
Munich, Germany
Country Operations
Lausanne, Switzerland
Alexion Pharma International
MEA Hub
Milan, Italy
Country Operations

Tokyo, Japan
Country Operations
Sydney, Australia
Asia-Pacific Headquarters
Country Operations
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Soliris and PNH – Helping Patients
with an Ultra-Rare Disorder
In 2007, Soliris was approved in the United States and the European Union as a treatment for patients with
PNH, providing them with the ﬁrst targeted therapy for the disease. We knew when we launched Soliris
that initial commercial availability was only the ﬁrst step in serving patients with an ultra-rare disorder like
PNH. Accurate and broad education about PNH and Soliris – combined with additional regulatory approvals
and robust international operations – are essential to fulﬁlling our commitment to the objective that every
patient with PNH who can beneﬁt from Soliris will have access to Soliris.
Soliris: Personalized Medicine for Patients with PNH
PNH is an ultra-rare blood disease deﬁned by hemolysis, or the destruction of red blood cells. PNH
develops without warning at any time in life, although the average age of onset is in the early 30s.
In patients with PNH, hemolysis leads to thromboses (blood clots), kidney disease, disabling fatigue,
impaired quality of life, pulmonary hypertension, shortness of breath, recurrent pain, anemia and
intermittent episodes of dark-colored urine (hemoglobinuria). It is estimated that approximately onethird of patients with PNH do not survive more than ﬁve years beyond their diagnosis. PNH often goes
unrecognized, and time-to-diagnosis can range from one to more than 10 years, reﬂecting the variable
levels of awareness among physicians regarding this very uncommon condition.
Soliris is a ﬁrst-in-class complement inhibitor and the only medicine approved for patients with PNH. Soliris
is transforming the lives of patients with PNH by blocking complement-mediated hemolysis. Hemolysis is the
underlying cause of the morbidities and mortality associated with the disease. Prior to approval of Soliris,
treatment was limited to palliative and sub-optimal symptom management, which often resulted in poor
outcomes.
Commercialization and Global Infrastructure
To ensure that patients with PNH have access to Soliris, we have built in-country operations around the
world and have established our own manufacturing facility as a second source of supply. More than
650 Alexion employees now staff our facilities and ﬁeld teams worldwide.
In addition to our corporate headquarters in the United States, Alexion’s facilities include a manufacturing
plant in Smithﬁeld, Rhode Island; the headquarters of Alexion Pharma International in Lausanne,
Switzerland; and, distribution and sales operations in major markets throughout Europe. We also have new
operations in Sydney, Australia; São Paulo, Brazil; Toronto, Canada; and, Tokyo, Japan. And, we are expanding
our reach in the Americas, Europe, the Middle East, Africa and Asia.
Alexion’s global presence reﬂects the approval of Soliris for the treatment of patients with PNH in
the United States, the European Union and other countries. This global infrastructure positions us to
accelerate future global launches.
Disease Education
When a new therapy is approved for the treatment of an ultra-rare disorder, the number of diagnosed
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Top: David Kwasha – country management,
and Sara-Trafford Jones — marketing/sales management
(Sydney, Australia)
Bottom: Frédérique Saint-Olive — human resources,
and Anders Karnell, M.D., Ph.D. — clinical operations
(Lausanne, Switzerland)

of the disease or how to determine whether their patients are at risk. For example, many patients
suffering from PNH do not know that PNH is the disease that’s making them sick. Ongoing disease
education can increase awareness and understanding of the disease, speed the adoption of improved
diagnostic techniques, and result in improved treatment and outcomes for patients.
For this reason Alexion is rapidly expanding disease education programs around the world. Alexion’s
support of disease education has helped physicians to better understand PNH and to reduce or
eliminate delays in the diagnosis and treatment of patients with PNH. Alexion’s experience with these
initiatives, including standardized diagnostic pathways and testing, can accelerate the process of
achieving optimal patient treatment.
Soliris in PNH: Serving Patients in Core Markets
United States
As a result of our support for disease education efforts in the United States, including diagnostic
initiatives, physicians are increasingly able to reduce delays in diagnosing and treating patients with
PNH. In fact, each quarter since the launch of Soliris in 2007, the number of PNH patients in the United
States beneﬁting from Soliris has grown steadily.

Tristan Richard and Jennifer Rapaz
– clinical operations (Lausanne, Switzerland)

In the United States, a growing number of physicians are seeking to identify patients with PNH
while implementing standardized diagnostic pathways for appropriate patients – those with a
greater likelihood of having PNH. Flow cytometry is considered to be the standard diagnostic test for
conﬁrming PNH. Once patients are diagnosed, physicians typically evaluate their treatment options
rapidly. We have seen that patients newly started on Soliris are also increasingly newly diagnosed,
indicating that the adoption of these diagnostic pathways and accurate tests in the United States is
leading to better patient care.
European Union – Five Largest Countries (EU5)
Alexion is among the few companies in the world to successfully serve patients with ultra-rare diseases
across multiple national healthcare delivery systems. Beginning in 2007, patients with PNH in the
EU5 – France, Germany, Italy, Spain and the UK – have beneﬁted from access to Soliris. Alexion serves
these patients through our network of well-established country ofﬁces. Our EU operations support
more than half of the patients who are currently beneﬁting from Soliris.
As in the United States, Alexion is rapidly expanding disease education initiatives in the EU5.
In 2009, we also started to support country-speciﬁc diagnostic initiatives that help physicians reduce
delays in the diagnosis and treatment of patients with PNH. A growing number of physicians in the
EU5 recognize the importance of accurate diagnosis and early intervention, and apply standardized
diagnostic pathways to identify patients with a greater likelihood of having PNH.
Soliris in PNH: Expanding to Serve More Patients Worldwide
In 2009, Alexion focused on fully developing our global commercial organization to serve the needs of
patients with PNH around the world. Although PNH is rare, people around the globe suffer from this
life-threatening disease, and Alexion is committed to bringing them the treatment they need.
Over the next two to four years, we plan to expand our geographic reach from countries with
approximately 600 million residents to countries that are home to an additional 900 million people
who have good access to healthcare. We expect that among these 1.5 billion people, we have the
opportunity to serve several thousand patients with PNH.
In order to bring the beneﬁts of Soliris to patients in more countries, we are adding to our personnel
on a country-by-country basis. Their proximity to physicians and patients in each country helps support
our disease education and diagnostic initiatives, which can lead to better understanding of PNH, as
well as increased screening and diagnosis of patients.
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Country Status
Asia-Paciﬁc
•

Alexion is focusing initially on South Korea,
Taiwan, Singapore and Hong Kong

•

Soliris recently received marketing authorization
and orphan drug designation from the South
Korean Food and Drug Administration

•

Japan
•

In January 2009, Soliris received orphan drug
designation from Japan’s Ministry of Health,
Labour and Welfare

•

Alexion expects regulators to decide on its new
drug application in 2010 and is preparing for
a commercial launch near the end of 2010

•

Upon approval, Soliris would have 10 years
of market exclusivity as a treatment for
patients with PNH

Commercial launch in Korea is expected in 2011

Australia
•

•

In February 2009, Australia’s Therapeutic
Goods Administration approved Soliris for
the treatment of all patients with PNH
Commercial launch is expected in 2010

Latin America
•

Alexion began building efforts to serve patients
in the largest countries in Latin America in
2009, focusing initially on Brazil, Colombia
and Argentina

•

Alexion expects to expand into Mexico in 2011

•

Alexion is also supporting initiatives to build
awareness, improve diagnosis and increase
understanding of PNH

Canada
•

•

In February 2009, Health Canada approved
Soliris for the treatment of all patients
with PNH
Commercial launch is currently underway

Eastern/Central Europe
•

•

Alexion is in the early stages of planning
entry strategies in Russia, Poland, the Czech
Republic, Slovakia and other countries in
Eastern and Central Europe
Alexion expects to begin focusing on
serving patients in several of these
countries in 2011

MEA
•

Alexion is expanding into the Middle East
and Africa, with a particular focus on Turkey,
Israel and northern Africa

•

Alexion is also supporting disease
awareness initiatives

EU9
•

Alexion is starting to focus efforts on serving
patients in Denmark, Norway, Sweden, Finland,
Belgium, the Netherlands, Luxembourg,
Portugal and Greece

•

Alexion is expanding disease awareness
initiatives to help physicians identify
patients with PNH
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Research and Development
Since its founding, Alexion has been committed to developing life-changing medicines
for patients with severe, ultra-rare and often life-threatening diseases. Alexion’s research
and development efforts continue to build on the Company’s expertise in complement
inhibition, ultra-rare diseases and antibody discovery and development.
World Leaders in Complement Inhibition
The complement system comprises several blood proteins, which, when activated, play an important
role in the body’s immune response. While complement is an essential component of the body’s
immune system, it can also destroy healthy cells and tissue. To prevent this damage, the body normally
produces a range of specialized complement inhibitors to protect itself. In complement-mediated
disorders, healthy tissue is attacked when these inhibitors are missing as a result of genetic mutations
or when complement is activated inappropriately or excessively.
Through these mechanisms, complement plays a role in a number of ultra-rare and life-threatening diseases.
In PNH, for example, a genetic defect results in a deﬁciency in CD55 and CD59, complement inhibitors that
normally protect red blood cells, making them vulnerable to destruction (hemolysis) by terminal complement,
the latter portion of the complement cascade. The contents of these red blood cells, including hemoglobin, are
then emptied into the bloodstream, resulting in the morbidities and mortality associated with the disease.
Through the development of Soliris as a treatment for patients with PNH, Alexion scientists became the ﬁrst
in the world to unlock the therapeutic potential of inhibiting terminal complement by blocking the cascade
speciﬁcally at complement protein C5. By blocking terminal complement at this point, Soliris preserves the
vital disease-preventing functions of proximal complement, the earlier part of the cascade, while blocking
the destructive capacity of terminal complement. Importantly, early research shows that selective blocking
at C5 may also help patients with a number of different complement-mediated diseases beyond PNH.
Our innovative approach to complement inhibition has received some of the industry’s highest honors: the
2008 Prix Galien USA Award for Best Biotechnology Product with Broad Implications for Future Biomedical
Research, and the 2009 Prix Galien France Award in the category of Drugs for Rare Diseases.
Expertise in Ultra-Rare Diseases
In developing Soliris, Alexion gained important expertise in managing the considerable scientiﬁc and
regulatory complexities of developing a treatment for an ultra-rare disorder. Orphan drug development
generally requires extensive efforts to identify sufﬁcient numbers of patients to participate in clinical
trials, such as the inclusion of an unusually large number of study sites, in multiple countries, as each
may be able to enroll just one or two patients. In addition, the regulatory pathway in the development
of orphan drugs may be more complex, since there is usually no comparable therapy for patients with
these diseases and no well-established roadmap to product approval.
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Our experience with orphan drug development is now being applied in multiple areas of research and
development, including our lead programs in atypical hemolytic uremic syndrome (aHUS) and acute
humoral rejection (AHR) in kidney transplant patients.
Research and Development Priorities
Today, Alexion’s research and development efforts are focused on four main areas:
•

Continuing support of our PNH programs to expand knowledge of the disease, including its diagnosis, clinical
consequences and optimal treatment. Our goal is to reduce the complications and risks associated with PNH.

•

Accelerating development of Soliris for the treatment of two ultra-rare disorders in which
complement activation plays a role and where current treatment is inadequate – aHUS and acute
humoral rejection in sensitized kidney transplant patients who are at elevated risk for graft rejection.

•

Building our oncology program through the development of samalizumab, our anti-CD200 antibody, as a
potential treatment for patients with hematologic malignancies and rare solid tumors.

•

Growing our antibody discovery programs, focusing on providing new antibody products to treat
patients with rare and life-threatening diseases.

PNH Programs
As we educate physicians around the world about PNH and its clinical consequences, we continue
to conduct and support ongoing research to provide a deeper understanding of the disease and its
treatment. Data and insight gained from this research have the potential to improve diagnosis and
management of PNH and, potentially, other diseases where complement plays a role.
Investigators presented the following research at the American Society of Hematology annual
meeting in 2009:
•

A 26-week extension of the AEGIS study, which examined Soliris for the treatment of Japanese
patients with PNH, showed that after 38 weeks of Soliris treatment, all patients with chronic kidney
disease, a clinical consequence of chronic hemolysis, either stabilized or improved.

•

A separate analysis found that a multinational group of patients with PNH who had never been
transfused experienced severe morbidities from their disease, including thrombosis. This data further
showed that Soliris provided signiﬁcant clinical improvements to these never-transfused patients.

•

In another study, Soliris reduced hemolysis and transfusion requirements when added to ongoing
immunosuppressive therapy in patients with both PNH and bone marrow insufﬁciency, such as
aplastic anemia.

•

Another study found that Soliris reversed thrombocytopenia, or abnormally low platelet count, in a
signiﬁcant proportion of patients with PNH and pre-existing thrombocytopenia.
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Top: Greg Allen and Jennifer Stowik – manufacturing (Smithﬁeld, RI)
Bottom: David Innamorati and Kathleen Zagaroli
– quality control (Smithﬁeld, RI)

•

Researchers also reported on data showing that the presence of Type II PNH cells is correlated with
thrombocytopenia, potentially indicating that patients with Type II cells experience ongoing platelet
consumption and increased thrombosis risk. This study demonstrates the beneﬁts of highly sensitive
ﬂow cytometry to diagnose PNH and the importance of identifying Type II PNH cells.

Through these and other ﬁndings in recent years, physicians are now working with a substantially
increased body of knowledge about the presentation, diagnosis, clinical consequences and treatment
of PNH. Researchers continue to publish extensively on PNH and the role of Soliris in peer-reviewed
journals. Recent articles include:
•

“Effect of eculizumab on haemolysis-associated nitric oxide depletion, dyspnoea, and measures of
pulmonary hypertension in patients with paroxysmal nocturnal haemoglobinuria.” A. Hill et al.
British Journal of Haematology. Published Online. 2010 Mar 8. In press.

•

“Eculizumab prevents intravascular hemolysis in patients with paroxysmal nocturnal hemoglobinuria
and unmasks low-level extravascular hemolysis occurring through C3 opsonization.” A. Hill et al.
Haematologica. Published Online. 2010 Feb 9. In press.

Together, these data provide further evidence of the severe morbidities observed in patients with PNH,
as well as the importance of accurate diagnosis and the beneﬁts of Soliris therapy.
Soliris and Other Diseases
The activation of the terminal complement system has long been identiﬁed as the culprit in many
life-threatening diseases. Evidence for this has come from the study of diseases where patients lack
naturally occurring complement inhibitors or suffer from excessive complement activation. Since its
approval for the treatment of PNH, the complement-inhibition technology of Soliris has attracted
interest from independent researchers worldwide, and as a consequence Soliris is being studied in a
number of disease areas through investigator-initiated clinical trials.
At Alexion, we are increasingly focused on two major areas of investigation: nephrology and transplantation.
Nephrology Lead Program: aHUS
Like PNH, aHUS is caused by a deﬁciency in normally occurring complement inhibitors. Typically,
patients with aHUS have genetic mutations in one of several complement inhibitor proteins, leading to
uncontrolled complement activation. This excessive complement activation may in turn cause chronic
inﬂammation, hemolysis, thrombocytopenia and thrombotic microangiopathy (clots and damage in
small blood vessels), particularly in the kidney and brain.
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“Our mission is to transform the lives of patients who
are severely ill with rare, life-threatening diseases.
That’s a pretty tall order, but we’ve done it before and
we believe we are on the way to doing it again.”
Stephen P. Squinto, Ph.D.

Executive Vice President and Head of R&D

In spite of aggressive intervention with plasma therapy, many patients with aHUS face poor outcomes,
including dialysis, kidney failure and death. Approximately 70% of patients with the most common
mutation experience chronic renal insufﬁciency, chronic dialysis or death within one year of the ﬁrst
clinical episode. Despite current best supportive care following kidney transplantation, recurrent aHUS
causes kidney transplant failure in the majority of patients.
There is a profound need to improve the management of aHUS. In 2009, the New England Journal of
Medicine published two separate case reports examining the investigational use of Soliris in patients
with aHUS. In both cases, physicians observed a signiﬁcant reduction in the destruction of red blood
cells, reduced platelet consumption and improved kidney function following Soliris therapy.
Investigators also presented 15 individual case reports at the aHUS conference in Innsbruck, Austria,
in 2009. Researchers described patients ranging in age from 1.5 to 42 years and observed successful
remission of aHUS with Soliris across all patient subgroups.
In April 2010, Alexion completed enrollment of four international multi-center, open-label trials of
patients with aHUS. These patients are divided between those who have some response to plasma
therapy and those who do not respond to plasma therapy. We expect to have data from these
Company-sponsored clinical trials in late 2010. Alexion is also keenly focused on developing and
bringing forward protocols to further expand our aHUS program for pediatric patients during 2010.
If this clinical development program is successful and Soliris is approved for the treatment of patients
with aHUS in Europe or the U.S., orphan-drug status would entitle Alexion to 10 years of market
exclusivity in Europe and seven years of market exclusivity in the U.S. for this use of Soliris.
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Transplantation Lead Program: AHR
Alexion’s lead program in transplantation is focused on the treatment of kidney transplant patients who
are at elevated risk for acute humoral rejection (AHR). These patients are at elevated risk for graft rejection
because they typically have high levels of antibodies that cross-react with the donor organ. A patient at
high risk of AHR is usually advised not to undergo transplantation since his/her immune system would likely
attack the transplanted organ. As a result, these patients could be in a life-threatening position and unable
to receive a donor kidney. Should Soliris be demonstrated to safely and effectively address AHR, patients
with positive antibody cross-matches may be able to undergo life-saving organ transplantation.
In 2009, interim results of an investigator-initiated study were presented by a researcher from the
Mayo Clinic at the American Transplant Congress in Boston. This study reported on an initial group of
patients undergoing kidney transplantation who were at elevated risk for graft rejection. Researchers
expected 60% acute humoral rejection in these patients. After treatment with Soliris, no patients had
evidence of rejection through 30 days. Complete results of this study are expected in 2010.
We plan to expand our kidney transplant program to include controlled clinical trials in multiple
centers in North America, Europe, Australia and Japan. In addition, we are now supporting new
investigator-initiated studies for patients at elevated risk of rejection following kidney transplant.
Oncology Programs
We are developing samalizumab, our anti-CD200 monoclonal antibody, as a potential treatment for
patients with B-cell chronic lymphocytic leukemia (B-CLL) and multiple myeloma.
CD200 is a protein found on the B cells of patients with B-CLL and on white blood cells known as
plasma cells in multiple myeloma patients. The interaction of CD200 with its receptor on these tumor
cells may inhibit the body’s immune response to these tumors and allow them to grow uncontrollably.
Indeed, the presence of CD200 on CLL and multiple myeloma cells is a negative prognostic indicator.
Samalizumab binds to CD200 and thus increases the immune system attack on tumors. Alexion is
currently enrolling a clinical study of samalizumab in patients with B-CLL and multiple myeloma. We
also plan to investigate samalizumab to treat patients with rare solid tumors.
Antibody Discovery Programs
Alexion’s proprietary antibody technology and discovery platform is positioned to provide a series of
new antibody products for the treatment of patients with rare and life-threatening diseases.
Alexion has developed a number of technology platforms that provide the Company with a competitive
advantage in the generation and selection of therapeutic antibodies. Our proprietary antibody
humanization technology enables antibodies generated from non-human antibody libraries to be
converted to therapeutic humanized antibodies. We have demonstrated an ability to rapidly generate,
select and test new therapeutic antibodies in various disease models and in clinical development,
as in the case of samalizumab. Through these technologies, our goal is to develop new therapeutic
antibodies that address various severe and life-threatening ultra-rare diseases.
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Product Pipeline
Preclinical

Phase I

Phase II

Phase III

Regulatory Market

PNH
United States
European Union
Japan
Australia, Canada, Switzerland
Patient Registry

Soliris (eculizumab) Franchise
Kidney Disorders
Atypical Hemolytic Uremic Syndrome
Dense Deposit Disease
Transplant
AHR - Kidney
AHR - Heart
AHR - Lung
Hematological Disorders
Cold Agglutinin Disease
Catastrophic Antiphospholipid Syndrome
Neurological Disorders
Myasthenia Gravis
Multifocal Motor Neuropathy
Neuromyelitis Optica

Eculizumab New Formulations
Dry Age-Related Macular Degeneration

Samalizumab (CD200 Antibody)
Chronic Lymphocytic Leukemia
Multiple Myeloma
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Selected Financial Highlights
Year Ended December 31,

2009

2008

2007

$ 386,800

$ 259,004

$ 66,381

—

95

5,660

386,800

259,099

72,041

45,059

28,366

6,696

Revenues:
Net product sales
Contract research revenue
Total revenues
Cost of sales
Operating expenses:
Research and development

81,915

62,581

68,961

Selling, general and administrative

172,767

133,543

96,142

Total operating expenses

254,682

196,124

165,103

Operating income (loss)

87,059

34,609

(99,758)

Other income (expense)

(3,745)

121

6,723

Income (loss) before income taxes

83,314

34,730

(93,035)

Income tax provision (beneﬁt)

(211,852)

1,581

(745)

$ 295,166

$ 33,149

$ (92,290)

Basic

$

3.46

$

0.43

$

(1.27)

Diluted

$

3.26

$

0.39

$

(1.27)

Net income (loss)
Earnings (loss) per common share

Shares used in computing earnings (loss) per share
Basic

85,326

77,680

72,622

Diluted

90,582

89,967

72,622

2009

2008

2007

$ 176,220

$ 138,012

$ 105,754

113,731

74,476

46,278

At December 31,
Consolidated Balance Sheet Data:
Cash, cash equivalents, and marketable securities
Trade accounts receivable, net
Inventories

40,885

49,821

32,907

Total current assets

373,456

277,101

204,417

Property, plant and equipment, net

164,691

139,885

104,280

28,589

32,325

937

Intangible assets, net
Deferred tax assets

194,308

3,397

—

Total assets

786,401

477,551

334,357

83,187

54,855

37,396

License payable

—

25,000

—

Mortgage loan

—

44,000

44,000

9,918

97,222

150,000

688,356

247,001

101,556

Accounts payable and accrued expenses

Convertible notes
Total stockholders’ equity
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